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Document #: 504548 . " , . : 

Antitumour compound ' • 
The present invention relates to antitumour compounds. 

In particular, the invention relates to the anti-tumour compound ET-743, ET-743 
delivery regimes, biochemical parameters that correlate with ET 743 treatment, treatment of 
soft tissue sarcoma and breast cancer with ET-743 and cells resistant to ET-743. 

The invention includes a method of biochemical monitoring of a patient to identify a 
risk of multi-organ toxicity, MOT, when treated with Et-743;; In one aspect, biliary 
biochemistry, bib, is monitored at entry to establish suitability for a proposed dosing regime, 
bib can be monitored during intercycles, with a view to dose reduction in the case of 
intercycle peaks of alkaline phosphatase above normal values. ; 

The invention also includes a method of treatment of advanced soft tissue sarcoma, 
ASTS using Et-743. Again, bib is monitored. 

Et-743 shows promise for patients with gastrointestinal stromal tumors, GIST; in non 
GIST soft-tissue sarcomas, STS; and in non-GIST STS with no prior chemotherapy, that is, 
front line patients. 

Furthermore, Et-743 is useful for treating patients advanced/metastatic breast cancer, 
A/MBC, who have been pre-treated, for example with anthracycline, A or taxane, T. . 

Other pretreated patients have benefited from Et-743, notably with sarcomas of bone 
and soft tissue. 

We have additionally found that ET-743 has exceptional activity in the treatment of 
cancers, such as leukaemias, lung cancer, colon cancer, kidney cancer and melanoma. 
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Thus, the present invention provides a method of treating . any mammal, notably a 
human', affected by cancer which comprises administering to the affected individual a 
therapeutically effective amount of a compound of the invention, or a pharmaceutical 

composition thereof. The patient may be one who has already received chemotherapy. 

The present invention also relates to pharmaceutical preparations,, which contain as 
active ingredient a compound or compounds of the invention, as well as the processes for. their 
preparation. 

; Examples of pharmaceutical compositions include any solid (tablets, pills, capsules, 
granules, etc.) or liquid (solutions, suspensions or emulsions) with suitable composition or 
oral, topical or parenteral administration, and.they may contain the pure compound or in 
'combination withkny carrier -or other pharmacologically active compounds.. These 
compositions may need to be sterile when administered parenterally. 

. Administration of the compound or composit ions of the .present invention may be by . 
any suitable method, such as intravenous infusion, oral preparations, intraperitoneal and 
intravenous administration. We prefer that infusion times of up to 24 hours are used, more 
preferably 2-12 hours, with 2-6 hours most preferred. Short infusion times which allow 
•treatment to be carried out without an overnight stay in hospital are especially desirable. 
Hbwever, inmsion may be 12 to 24 hours or even longer if required. Infusion may be carried 
out at suitable inten'als of say 2 to 4 weeks. Pharmaceutical compositions containing 
compounds of the invention may be delivered by liposome or nanosphere encapsulation, in 
sustained release formulations or by other standard delivery means. 

The correct dosage of the compound Will vary according to the particular formulation, 
the mode of application, and the particular situs, host and tumour being treated. Other 
factors like age, body weight, sex, diet, time of administration, rate of excretion, condition of 
the host, drug combinations, reaction sensitivities and severity of the disease shall be taken 
into account. Administration can be carried out continuously, or periodically within the 
maximum tolerated dose. 
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The compound and compositions of this invention may .be used with other drugs to 
provide a combination therapy. The other drugs may form part of the same composition, or 
be provided as a separate' composition for administration at the same time or a different tpe. , 
The identity of the other drug is not particularly limited, and suitable candidates mclude: 

- a) drugs with antimitotic effects, especially those which target cytoskeletal . elements, 

including microtubule modulators such as taxane^rugs (such as t^ 
' taxotere, docetaxel), podophylotbxins or vinca alkaloids (vincristine, vinblastine); 

b) - . antimetabolite drugs such as 5-fluorouracil, cytarabine, gemcitabine, purine 
analogues such as pentostatin, methotrexate); : ^, 

c) alkylating agents such as nitrogen mustards (such as cyclophosphamide or 

ifosphamide); ■ '- ■ : • ' : ' : • - 

; d ) 'drugs which target T^A such as the 

pharmorubicin or epirubicin; , .V ---V 

'■■ e ) drugs which target topoisomerases such as etoposide; ;\ 
: hormones and hormone agonists or antagonists such as estrogens, antiestrogens 

. (tamoxifen arid related compounds) and androgens, flutamide, leuprorelin, goserelin, 

cyprotrohe or octreotide; •■ :. : "- 

: g ) 7 drugs which target signal transduction in tumour cells including antibody /; , > 

derivatives such as herceptin; . -' '- . ~ ' , ■ \ 

h) alkylating drugs such as platinum drugs (cis-platin, carbQnplatin, oxaliplatin, 

paraplatin) or nitrosoureas; r : -.r" ■ 

: i) . ; drugs potentially affecting metastasis oftumours such as matrix met^ 

. inhibitors; . " *• ' ^ •• ■ • • ' . .' 

j) gene therapy and antisense agents; . v 
k) antibody therapeutics; and 

1} other bioactive compounds of marine origin, notably the didemnins such as 
aplidine. • ' ' . : *. . 

The present invention also extends to ET-743 for use in a method of treatment, and to 
the use of the compound in the preparation of a composition for treatment 6f cancer, . 
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The invention is illustrated by the attached data. 



w ^ ,iri r,T Fairc olh and J. Jimeno. Deportment of Oncology, 
K^W/^^lS: /M^.^^U^ /nc... CamMfce 

■ iS/ V/cJ PharmaMar SA., Tres Cantos. Madrid. Spam. 

by exposing l 6 LU 1 . _ /PT-743V for a short exposure 

concentrations of Ecteinascidin-743 (£1 '^'v* r - . . _ ^ p 
time we obtained subl nes resistant to ET-743 which, over express rgp. 
time v we oDuiiii^ Tarn v- 1/25 ET the increased Pgp was not 

In; the most ,^ sl f ^ ^ ^ ^ e buVto increased mRNA levels. 
due to amplification of the mdr-l gene um * „rmroximatelv 
The ICSO values of ET-743 against Igrov- 1/25 ET was approximately 
ine x^v , : . t v . r Resistance Was not reversed while 

50 :tnnes ^.^ 25 %t° dnig f re e medium for at least 18 months, 
maintaining Igrov-l//5 fci i" <"* p.sc-833 reversed the resistance of 
The ^^^^^^^ cells the Igrov-1/25 ET 
l g rov-l/25 ETto J±l V P16 equally sensitive to L-PAM, 

SG S OT S -d onl^ "ar^nalF 1-^ Wtive'^^DDP^.: 
MKNG CF1 ana omy _ * ed J D oxo retained this drug much 
Oxaliplatm. Igrov-l/25 ET exposec \io U . ,- q increasing 

Jess compared to " ^^^1^ ' IpM SDZ PSC-833 we 

concentrations bl-/4j> in comouianw „ ~m Tr , n values of 

have recently isolated a cell line resistant 10 ET-743. The 1C 5 0 values 01 
PT 7^3 in" he resistant line is approximately 5 times higher than in Uie 
ET-743 in the res ^ n , rP ei<uance is not reversed while maintaining the 
parental cell line and the j^ 1 ™^ is ^ 3 momhs - The resistance is not. 
cell line in drug free -medium .for ^ ^™ nor to overexprcssion of 
^L^^^ ^fcrently resistant ce,l 

line is underway. : 
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, Please print a copy^f thispage for your records, - 
PREDICT THE ^^^ A T ED WITH ET-743 

Javicr ca^uis^ • 

"Madrid, Spain. Jean L,M«^Ch ^^^^^3 Phase Uroup, Jose J.meno, 

ET . 743 ts anovel marine compoun^sunder ^^^^^s, 

potential limiting toxicities • P^gS^g^S 6/331 patients (1-81 %; 95%CI : 
(RD) have been consistently ^ 
Lv%O ; 90%) treated w. h£^ 

(MOT) including long ^ P^"g jfases died. Therefore full clinical. and . 
rhabdomyolysis; three out °/ thos Q VS" f oatients treated at the RD or at the maximal 
pha^ac 0 \inetic (PK) data from ^^^nltudcd in a multivariate analysis to 
Tolerable dose among five phase /^^^"^.r MO T in order to improve patents safety. - 
Sentify factors that can """E^^ phosphatase (ALP) above. 

Results: Patients with inie.cycle Pf^^^ ay=l5 in a given cycle had a high risk ol 

SatTsucally significant.^ 

and ALP-IPK, raising ^•K^JS^SSiuSon of ET-743. Conclusions: these 
subclinical cholangitis y.e ^ng to dec ^^% iochemistry (bib) at entry and during , 
findings indicate the need to.n?onitor the bma^^ intercycle days 14-17. Patients with 
Z intercycle period, ^^^^^SS^opoUd RD of 1500 mcg/m2. A 
■norrnalbib^ 

d°em" : - 



Continue. 
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Abstract # n01 4^ 4^fe V 

' V ; Please print' a copy of this page for your records. ; . ^ , 

S A RC O M A ( ASTS) IN AD pQ^y j y O O STERO M A, 
; A, JUDSON I, BLAY JY V^^^o^DI l^AQLA E, VAN 

Gmm^^^^^^sSEl^ , BELGIUM : 

■ ' Axel Le Cesne, InsUtitl Gustaye Rou^iUy^iC Ffance ^ ^ ; 

- - /ex ^phafma Mar / Spain) in ASTS has-been. . . 

Antitumor activity 6f Ectetnascjduj h ^SvS bf thS phise II study were to , 
reported in previous phase 1^ 

assess activity and toxicity °/ ^-743 ^ mi ms er wjth AS TS. Pts with non- 

hour continuous .nfus.on every 3 ^ s ;jP l e ^ received. ET-743 as 2nd line 
gastrointestinal stromal, tumors (GIST) £fj>^^ yed '\\ as front-line therapy, 
chemotherapy (CT) while P^^fJ^^ [st and late cycle (cy). Results : to 
Pharmacokinetic analyses were ^^urmg the sta ^ mcdi f57 yrs 

: : : dale, Hpts have been , 

(18 to 76 yrs) and a m ed i an PS >jc I CTC acle 3-4 neutropenia (AN C) and . . 
Toxicity (T) : febrile heutropema ^ 

thrombocytopenia were obspr^mj^ ^^fldeA ANC vs 3% after the 1st cy). A 
T was mainly observed the 2r^cy g^E^ gn , the ma j or ity of cy There were 
reversible transient elevation °f ^^fjg fever renal insufficiency and liver failure, 
3 toxicily-related deaths, 2 due ^.S^g^S&Skm c f creatine kinase. A creatinine ■ 
and 1 due to neutropenic^.* w*^^ 
■ elevation.occurred m 2 otherptS s m^ 
. required trans.ent haemodyah^ 

T were highly correlated with i) .an t ^°™^^ nc £ A protocol amendment now . 
of and 2) a rise of ALP and or ^ 



final results will be presented. 
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C/-TTM-W fPT 74"^ SHOWS PROMISING ACTIVITY IN DISTINCT POPULATIONS OF 
ECTEINASCIDIN (ET-743) ^SHOWb ™V!vu pHAS EnTR iALS. 

. ET ' ^rnNA and may inhibit DNA replication arid transcription through 
the minor groove ^^.^^T^ I studies have documented potent cytotoxic 
other mechanisms. Prior in vitro ™$^JT^^^. BaS ed on these data, . 
activity of ET-743 in various ^^[^^^^^^^fYtMym 
coordinated phase ^f^^^^^^^^ stromal tumors(GIST), 
distinct groups of patients (pts) with sarcomas, uas entered into one 

rigorously defined as GI spindle eel 1 (STS) who had 

trial. A second study evaluated pts w lt h non-CgJT ^™ J^Sdy s the first ever! 
received 1 or 2 prior CT regimens for rrretastati ^ dl ^ ^°^ d } y The dose and 
to use ET-743 in non-GIST STS ;P ts ; witf i r jppno ^^^^^ion 
schedule of ET-743 ^^^^L ffi "ross all studies. Pts were 
outpaUem basis sradie s from 8/99 to 1 1/99: GIST = 8 pts; ; 
T g £ *?6 ots FronU £-12 pts. Tolerability of treatment has been very good, 

prophylactic antiemetic regimen. Other f"<^ e ^ 

ptae I studies, such as ^^^^^^^Z^biicA stable ,<, 
and fatigue. .6 of 10 ^^^^^^y^ of 12 .valuable pts (33%) 
diseases ^^^^^^^y has. been observed in . . : . , 
wilh pnor CT. Preliminary eviacn ^ „„ oma Mo responses have yet been 
Hposarcoma, leiomyosarcoma, and '^^^^-^yrf^S-^tnonitofed; 

of several histologic subtypes of STS, . 



33. 14:11; 614515464^. 
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n,»u»!». V.'.lcjai!. t.^". ,., c t „ 

IT Se A an d T pretreated; respectively. ^P 1 * were administered, m 2 cy/pt 
"I « Ta orUy and 2. to T only, S^^ r ^ c ^^ ia 25/5 b%. ihrombocytopema 
M R).- Grade 3/4 (NCI) tpxicUCS per ^^J,:^ in 13 /2«fc. There were no ; 
ik%'-reverkibl«-'«ri»«ainiiuti$ .34/0*; ^cwae .. aiBB&i: Efficacy- As of. 
. : S^erWiih-|he «afcty.profile of • j^i £ ^rwo partial responses (13*. 

rT^'38%) were observed. (P> euro P u * mpn ^ J™ n <^ lo A or T: 6 Pts' achieve^' 
: ' g 2 SS mono.. «fg T™^) mcS&^wltn sussed CA^J 
■ disease stabilization (2f, 3. 3, 3+, *f:J£\ v0 ET-743 Shows early evidence of 
■d^.C^'-^^^SSS^S?- Accrual is : ongoing; -d /ur^ 
clinical activity in ; heavily preueaieo . . .. - - 

phase U trials are warranted. 
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France : Phar Mamar. Spain. 

nrecllnical activity against variou- limiting toxicities in 

Neutropenia (AGO) and *rombo«q£p£ J ™c jt al. ASCO 99. Apst-690) 
our 24h Cl-schcdole P»«« '^SJ an d prompted the Initiation of 
. Activity against sarcomas was ; ot >s*rv ^ a 

ph«e II trials. Pts not «^ 9 ;^ on f ° h r er e our overall current experience 
compassionate use basis. We report ^re ou (35 
> ° refractory, advanced sarcoma P«- JJJ'^WS ET-743 as 24K-CI 
STS. 3 osteosarcoma. \ ^noVjave e 

q3weete. either at the ^f™™^ ° t ). 9 pts were treated in the 

iln-D (i800pg/m». 1 Pt). or « 12C W*™^ * s ' on a compassionate bass, 
phase I trial. 15 in the ongoing phase II tn«. i a ^ pfe ha(J 

£ 2 female, median (m *oe 45 (16 71) m ^ anthracyc , ins (A) a nd 

disease at init.at.on. A " Pl^ oth ; r apy lines 2 (1-7). 56% disease, 

alkylators. M number ^^'^^pf^gimen. Results: Toxicity is - 
progression under the pnor cn fjp 0 ^® ra Py 3 cy/pt, 1-12+). NCI grade 3-4 
Safuabie for the ™^1^£^*? { S*>. and 'acute > reversfcle 
tox cit es are AGC (34 /o . wnn o.^ / (44%) efficacy: 34 pts are 

ttansaminitis. as P^^^TpR (11.7%). 2 bein 9 converted to 
evaluable (5 too early). There were ^ rn v ' CR) 11 3D. most 
P^-surgical CR. 3 J^^SS in vTrSus'Slogic^ (including 

Susfo^ a9Snt heaVi,y 

pretreated bone and STS pts. 
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